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Symbicort- Turbuhaler 



Symbido'if^fB6Rirem6tiW^||/|^| 

budesonide/formoterol 
Inhalation powder 




Composition V/;" , . . ' " 

Each delivered dose (the dose that leaves the mouthpiece) contains 
as active constituents: • } « . ; - -/j j t ^. - . v : : . • 

budesonide 80 micrograms/inhalation and formoterol fumaraje 
dihydrate 4.5 micrograms/inhalation respectively budesonide ' 
160 micrograms/inhalation and formoterol fumarate dihydrate 
4.5 micrograms/inhalation. -*'ri:M . 

Symbicort Turbuhaler 80/4.5 micrograms/inhalation delivers the 
same amount of budesonide and formoterol as^the. corresponding , 
Turbuhaler monoproducterfV. budesonide 

100 micrograms/inhalation (metered dose) and- formoterol ': "' " 

6 micrograms/inhalation (metered dose) alternatively labelled as 

4.5 micrograms/inhalation (delivered dose). !a ... 

Symbicort Turbuhaler 1 60/4.5 micrograms/inhalation delivers: the. 

same amount of budesonide and formoterol as the corresponding 

Turbuhaler monoproducts, i.e. budesonide 

200 micrograms/ inhalation (metered dose) and formoterol 

6 micrograms/lnhalatlbn (metered dose) alternatively labelled as 

4.5 micrograms/inhalation (delivered dose). ' 

Indication-. ^V^V^r fc * 

SynibicortTurbuhaler is indicated in the regular treatment of asthma 
where use of a combination (inhaled corticosteroid and long acting 
beta-agonist) is appropriate: 

- patients not adequately controlled with Inhaled corticosteroids 
and "as needed' inhaled short acting beta 2 -agonists. 

or ..... . ... 

• patients already adequately controlled on both inhaled 
corticosteroids and long acting betag-agonists. 
Note: Symbicort (80/4.5 micrograms/inhalation) is not appropriate in 
patients with severe asthma. 

Dosage and method of administration 

Svmhic ort Turbuhaler is not intends f nr th« Initial management c 



- im ^ mr dosage of the components of Symbicort Turbuhaler is 
Individual and should be adjusted to the severity of the disease. This 
should be considered when treatment with combination products is 



i nitiatod/ TT an individual patient should require dosages outside the ' 
'ecommanded regimen, appropriate doses of beta-agonist and/or 
corticosteroids should be prescribed. 




Patients should be regularly reassessed by a doctor, so that the 
dosage of Symbicort Turbuhaler remains optimal. The dose should 
be titrated to t he lowest rt nta at whi^n flfa^ control of svmptomr 
is maintairiedJ When control ol symptoms is maintained with the 
lowest recommended dosage, then the next step could include a test 
of inhaled corticosteroid alone. 

Recommended doses: 

Adults: and:adolB3cents-(1 2 years, and older): .. ^ 
Symbicort Turbuh'aier 8074.5 micrograms/dose 1-2 inhalations 
twice daily. 

Sym'bjibrt Turbuhaler 160/4.5 micrograms/dose 1-2 inhalations , 

twice' daily. ■ • ' ' ' " ■ 

usual practice when control of symptoms. is achieved with the 
tWice daity regimen, titration to the lowest effective dose could 
ihciude Symbicort- Turbuhaler given once daily.- .. ■ _ 



Children under 12 years: Efficacy and -safety have riotbeeri Kilty 
studied. in children. Symbicort is not recommended for children under 
1 2 years of age. y,- >i g/;,' : . ;v . 

Special patient groups: There is no need to adjust the dose in 
elderly patients. There are no data available for use of Symbicort 
Turbuhaler in patients wlthi hepatic or fenal* impairment:' ■■■ 
As budesonide and formoterol are primarily eliminated via hepatic 



Concomitant treatment with ketoconazole or other potent cVP3£4 ' 
inhibitors should be avoided. If this is hot'possifciie the time interval " 
between administration of the interacting drugs should be as long as 
possible'. w~ " * ■ "•' ~" : '""J 1 " '. 

Symbicort Turbuhaler should be administered with caution in 
patients witV thyrotoxicosis, phaeochromocytoma, diabetes mejlttus.; 
untreated hypokalemia, hypertrophic obstructive cardlc^nyopathy. *, 
idiopathic subvalvuiar aortic stenosis, severe hypertension, ' 
aneurysm or other severe cardiovascular disorders, such as T . . 
ischaemic heart disease,.tachyarrhythmias or severe heart fajjure. 
Caution "should be observed when treating patlents,with prolongation 
of the-QTc-interval. Formoterol . itself -may induce prolongation of the 
QTc-interval.'j:-.'..^. =i ■ • - : ' ■-*■- •. > ^ . 

Potehtial^'se'rldUa 'r^ypolcaJaernia ^y're^l:^^^.^^^' - 
beta2-agohfsts."Cbricbrriitant treatment with drugs whlch,can Induce 
hypokalemia may. add to a possible hypokalaemid effect frorri i high' 
doses of a ibeta^agonist j Rarticulac.cautlQa.is recommendedjin^: 
acute severe,- asmroa a^theiassociatedirtsitrnay. be. augmented- by 
hypoxia; ^Thahypokalaernicjefffictimayjbej potentiated byju 
concomitant treatment 

diuretics. It Is recommended that serum potassium levels are 
monitored during treatoTientp^c^^ 

As for all beta 2 -ag"Gmst#Vadd!tfeh^ 

considered in diabetic' patients.. ??'r:nc •-. • 

Symbicort Turbuhaler- contains lactose (<1 mg/lnhalation). This ■ . ■ . 
amount does not normally cause problemsiimlactose intolerant!;;.- 
people. • U- tr.c ■■ .'yy.*. .pwj.-i»*l.»»vH 

Interactions.. : , : .» ...-v.-.., • ml ^ : <. -w^:. 

Ketoconazole 200 mg once .daily increased plasma: levels^ 
concomitantly .administered. oral.budesbnide (single dpse of 3 mg),on 
average sixrfoid. When ketoconazole.was administered. 12 hours..-! . 
after budesonide the^ concentration :was on average increjas^d. three- 
fold. Information about this interaction Is lacking for inhaled < : - 
budesonide, but marked increases in plasma levels could be 
expected. Since data to give dosage recommendations ar,e lacking.. ■ 
the combinatipn.should be avoided. If. this js not possible.the. time ; 
interval between administration of ketoconazole and budesonjde, . 
should be as Jong as possible. A reduction in the dose of budesonide 
should also be considered; Other potent inhibitors of CYP3A4 are . 
also likely tomarkedty increase plasma levels of budesonide. >. , .. 
Beta-adrenergic blockers can weaken or inhibit the effect of 
formoterol. Symbicort Turbuhaler should therefore; not be grven J, " v 
together with beta=adfenergitfir6ckers (Inciiicitrig eye drbps) unless 
there are coWpelllng-reasonsi' 1 - .i;^"L-t pnv: bms ...nci^... • .:*<. 

Concomitanttr^tment wjtb quindJrje ( ,dlspQy^mide fc prg<^ - 
pheqpthiazirjpa*. andf^t^ineit^rtoria^fi),; monoamine, oxidase. . : 
inhibitors' Wcy^ic^antidep/esslves ; ca>i Rrolong^the g^Rtecval.,^ 
and increasp.ths .rjs^ oj ventricular ar^ :..*•■„ ;n~V i ij ^cir- 

In addition L-Oopa, L-thyroxine, oxytocin and alcohol can Impair 
cardiac tolerance tbwards P2-^ m Pa^ omim ^ t i ii: ^^ > ^ ( ' ) 
Concomitant treatment with monoamine oxidase, inbipitors Including .. 
agents with similar properties such as furazolidone and. procarbazine 
may precipitate hypertensive reactions. 

There is an elevated risk of arrhythmiasfTri' patients receiving ^ '■ 3» ; "■■ 
concomitant anaesthesia with halogenated hydrocarbons. . .j^-,^ 

Concomitant use of other beta-adrenergic drugs can haVe a :■'"•*<?' : ' ■ * 
potentially^ additive effect. . . „'". 

Hypokalaemia may, increase, the disposition upwards arrhythmias, in 
patients who are treated with digitalis glycosides. 

Budesonide has hot been observed to interact with any other drugs 
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metabolism, an increased exposure can be expected. in patients with 
severe liver cirrhosis. , . q , • 

Instructions for correct use of Turbuhaler: 
Turbuhaler is inspiratory flow?driven, which means that wheatiW . 
patient inhales through the mouthpiece, the substance will follow the 
inspired air into the airways. . \ ^ . 

Note: it-is important to instruct the patient ■ - - * 1 

■ To carefully read the instructions for use in, the patient Information 
leaflet which is packed together with each inhaler ' " . ;n Vj 

• To breathe in forcefully and deeply through the ' mouth^ece 
ensure that an optimal dose is delivered. to the Jungs." ,. ' " Vsiiivv " - 

• Never to breathe out through the mouthpiece " 

• To rinse the mouth out with water after inhaling the prescribed 
dose to minimise the risk of oropharyngeal thrush, ^.. ;r> , . <v _.. 

The patient may hot taste or feel any medication when using ' 
Turbuhaler due to the small amount of drug dispensed. 

Contra-indications - 

Hypersensitivity to budesonide; formoterol or Inhaled lactose. 

Special warnings and precautions for use 

It is recommended that the dose is tapered when the treatment is 

discontinued. : ' r> - 

: : ■ T^TT : . • l.Z-:. ■ ..'! si- *.!' — 

If patients find the treatment ineffective, or exceed, the current dose 1 
of the fixed combination, medical attention must be sought. ■ . _J 
increasing use of rescue branch odilators indicates a worsening ol' —v 



used in the, treatment of asthma. 



the unde rlying condition and warrants a reassessment of the asthma 
therapy^/Sudden and progressive deterioration In control of asthma 
itlally life threatening and'the patient should undergo urgent 
medical assessment. In this situation consideration should be given 
to the need for increased therapy with corticosteroids oc : addition.of 
systemic anti-inflammatory therapy, such as a course of.oraJ ( . 
corticosteroids, or antibiotic 'treatment if an infection is present!' 

There are no data available on the use of Symbicort Turbuhaler In v 
the treatment of an acute asthma attack. Patients should be advised ' 
tohave their resajeimedlcatiorVavailabte atiairtirhes: -f-.**.-n*i - 

As with other inhalation therapy, paradoxical bronchospasm. may .... 
occur, with an immediate increase in wheezing after dosing. If a 
severe. reaction occuraptreatment should be^ reassessed iand .. > 
alternative. therapy instituted if necessary.:. ', v - • 

Systemic effects may occur' with any In haied cofticosterbid; , 
particularly at high doses prescribed for long periods. These effects 
are much less likely to occur with inhalation treatment than with bra) 
corticosteroids. Possible systemic effects include adrenal 
suppression, growta retardation in children arid'adolescents,; -"- 
decrease in bone mineral density, cataract and glaucoma. It is 
important, therefore, that the dose of inhaled corticosteroid is 
adjusted to the lowest dose at which effective control is maintained. 

Physicians should, closely follow the growth of children and - 
adolescents taking, long term corticosteroids by any: route, and weigh 
the benefits of . the corticosteroid therapy against the possible risk, of 
growth suppression.. * . • . ■• • m*,: 

If there is any reason to suppose that adrenal function is impaired 
from previous systemic steroid therapy, care should be taken when 
transferring patients, to Symbicort Turbuhaler therapy. 

The benefits of.lrvhaJed budesonide therapy would normally minimise 
the need for oral steroids, but patients transferring 1 from oral'steroids 
may remain at 'risk of Impaired adrenal reserve for a considerable 
time. Patients who have required high dose emergency 
corticosteroid therapy in the past may also be at risk. This possibility 
of residual adrenal impairment should always be borne in mindirr 
emergency and elective situations tikety to produce stress, and 
appropriate corticosteroid treatment must be considered. The extent 
of the adrenal impairment may require specialist advice before 
elective procedures. 

To minimise the risk of oropharyngeal Candida infection the patient 
should be instructed 3 to rinse the mouth with water after each dosing 
occasion. . 



Pregnancy, and lactation ,... r ,.. 

For Symbicort Turbuhaler b) t^e concomitant treatment with' 
formoterol and budesbnjde^^ on exposed pregnancies 

are available. ^im^!^te^. i ^. < r^.e^ io r^ipducilvii Ipwcty pj % .. 

the combination^hiye.'npt .been pe^omTfed. \ *' ( " ' . ' 

There are no adequate data from- ustf of formoterol In pregnant- '•• 
women. In animal studies formoterol has' caused'adverse effects in 
reproduction studies at very high systemic- exposuret levetsi' 1,1 v>" * IfJ 

..: ;* c- ^-i^t^rr, :>K.;iiri; ; \v w.-r.-w.;:. .-.o.:fi;;ri:--. iv 

Data on.apDraximatery,2C}00 exp^ ^ ,. 

increased teratogenic, rtek assorted .^th the use of Inhaled- . ' . • 
budesonicie. tnVanlrnal'studies^gl^cp been, shown 

to induce malformations. This is not likely to be relevant for humans 
given recommended doses. ■-'■■'■* * ' . - ..." ■'■ ■ ...'^-^ 

Anirpal studies have, also identified an involvement of excess 
prenatal I glucocorticoids in increased risks for. intrauterine growth . . 
retardation, adult cardiovascular disease arid permanent changes in 
glucocorticoid receptor density, neurotransmitter turnover and 
behaviour at exposures below the teratogenic. dose range. r ... 

During pregnancy, Symbicort Turbuhaler should only be used when 
thir benefits outweigh the potential risks. Trie lowest effective dose of 
budesonide heeded to maintain adequate asthma control should be 

used,"''-* "" ■■• ' ' l : " : ' :| . : **- -- 

It is not known whether formoterol or budesonide- passes Into humarr 
breast milk. In rats, smaJl^mounts of formoterol have been detected 
in maternal milk. Administration; of Symbicort Turbuhaler, to women 
who are breastfeeding should only be considered ff the expected 
benefit to the mother is greater .than any possible risk to the child.* .. 
.. --. i i -.alriatt- * -:t- ■.. '•" ■ * .S: • 

Effects on ability to drive and use machines ■= 

Symbicort Turbuhaler does not affect the ability to drive or use 
machines. . •*;»; . 

, ji: yri h-'ir.-,iCi«( ■ : •■.*■---■ Jt &;• n:-^-." 

Undesirable^effects . • - . ■■ _,>r 

SlrwiSymblcoH^Umumuercbntfians both bUdesbnJd&and ,: 
fomiorerdl.^e^saiVie patterrf of undesJrabre' l effects a^- reported- for 
these stibstarices may dccur. J No~ increased in - ' 

reactions.has been. seeq^pilowing. concurrent adrrjjnlstratipn, c^ ; .(he. l; . 
two.com(MUh,d^..^e ™ reactions'., 
are phai^acblogic^i^' ^ ! : 
therapy, such as .tremor and p^ to be mOjJ and 

usually jdisappear within ^ few days of treatment. . * . : ^ ' i f . . 

Adverse reactions^ which' have been associated with budesonide of : 
forrnoter ( oJ t . are, gjven below.. . . . ...'t ■■ ^ 

Common^' .'.Central nervous system: : Headache? r ' :. w 
(>1/100) . Cardiovascular. system:. Palpitations-' 
Musculoskeletal system: Tremor 
Respiratory tract 7? Candida* inf Bctions In the y 
brbpriar^V/mifd irritatlpn in 
.. the throat," coughing," ! t 
.• i . hoarseness. , 

Uncommon Cardiovascular system: Tachycardia 

' ;- ; Musculoskeletal system: Muscle cramps 

: Central 'nervous system':^ Agitation, restlessness, 
"»• •* . . • > "..i.. . r hervousness, nausea, 
„ ii . - ... . ;„ , i., '^nizlpgggr sleep ••> ■->'■ 

.;.--*k": : \ ■- r v - *■ ^'''distiifoahees * 

•i ■ • -.. - . , ,t ' fr -■»■;■ i:sni *.« - . v i.'- 

Rare : Sfcrn ( * 1 ■ . .Exanthema,. urticaria, 

<<i/toooi.;;.;.' ;,. , Vi ; j: t J*^:j;: v *:^\;\ . . 

Respiratory tract t . . Brqnc^ospasnj..^ ;io 

Very rare undesirable effects; some of which are-' of a- potentially 
serious nature include: 

Budesonide: Psychiatric symptoms such as depression, 
behavioural disturbances (mainly In children), signs or symptoms of 
systemic glucocorticosteroid effects (including hypofunction of the 
adrenal gland), immediate or delayed hypersensitivity reactions 
(including dermatitis, angioedema and bronchospasm), bruising. 
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